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In the Claims 

1 (currently amended). A stabilized liquid pharmaceutical composition comprising an 
interferon (IFN) or an iaoform, mutoin, fused prot e in, functional dorivativc, activ e traction or salt 
thereof, a buffer, 2-hydroxypropyl-beta-cyclodextrin ("HPBCD") . an isotonicity agent and an anti- 
oxidant, wh erein said HPBCD is present at about a 50Q-fold to about a 7Q0-fold molar excess with 
respect to said interferon . 

2 (original). The composition according to claim 1 , wherein said interferon is IFN-beta. 

3 (previously presented). The composition according to claim 2, wherein said IFN-beta is 
recombinant human IFN-beta. 

4 (previously presented). The composition according to claim 1 , wherein said buffer is 
present in an amount sufficient to maintain the pH of said composition within plus or minus 0.5 units 
of a specified pH, where the specified pH is about 3 to about 6. 

5 (previously presented). The composition according to claim 4, wherein said pH is 3 .8. 

6 (previously presented). The composition according to claim 1 , wherein said buffer is 
present at a concentration of about 5 mM to 500 mM. 

7 (previously presented). The composition according to claim 6, wherein said buffer is 
present at a concentration of about 50 mM. 

8 (previously presented). The composition according to claim 1 , wherein the buffer is 
acetate buffer. 
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9 (previously presented). The composition according to claim 1 , wherein said isotonicity 
agent is mannitol. 

1 0 (previously presented) . The composition according to claim 1 , wherein said isotonicity 
agent is present at a concentration of about 0.5 mg/ml to about 500 mg/ml. 

11 (previously presented). The composition according to claim 10, wherein said 
isotonicity agent is present at a concentration of about 50 mg/ml. 

12 (currently amended). The composition according to claim 1, wherein said the 

antioxidant is methionine. 

13 (currently amended). The composition according to claim 1, wherein said the 
antioxidant is present at a concentration of about 0.01 to about 5 mg/ml. 

14 (currently amended). The composition according to claim 13, wherein said the 
antioxidant is present at a concentration of about 0.1 mg/ml. 

1 5 (previously presented). The composition according to claim 1 , wherein said interferon 
is present at a concentration of about 10 |J,g/ml to about 800 |ig/ml. 

16 (canceled). 

1 7 (currently amended). The composition according to claim 1 , wherein said interferon 
is present at a concentration of about 44, 88 or 276 about 44 ^g/ml. 

18 (previously presented). The composition according to claim 1, wherein said 
composition is an aqueous solution. 
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19 (previously presented). The composition according to claim 1, further comprising a 
bacteriostatic agent. 

20 (previously presented). The composition according to claim 19, wherein said 
bacteriostatic agent is benzyl alcohol. 

2 1 (currently amended). The composition according to claim 1 9- 6lma4^. wherein said 
bacteriostatic agent is present at a concentration of about 0.1% to about 2%. 

22 (currently amended). The composition according to claim 19 olaim 18 . wherein said 
bacteriostatic agent is present at a concentration of about 0.2 or 0.3%. 

23 (previously presented). The composition according to claim 1 , wherein the isotonicity 
agent is mannitol, the anti-oxidant is methionine and the interferon is interferon beta. 

24 (canceled). 

25 (previously presented). A method for preparing a stabilized liquid pharmaceutical 
composition comprising adding calculated amounts of 2-hydroxypropyl-beta-cyclodextrin, 
antioxidant and isotonicity agent to the buffered solution and then adding interferon (IFN) or an 
i so form, mutein, fused protein, functional derivative, active fraction or salt thereof 

26-31 (canceled). 

32 (currently amended). An article of manufacture comprising a container containing a 
stabilized liquid pharmaceutical composition comprising: 

a) an interferon (IFN) ora_ef-a n isoform, mutein, fu -sedH pr otei n, functie ml derivative, 
a ctive fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant; 
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b) interferon-beta (IFN-beta) or_a_or an i soform, mutein, fuGcd - pro t ein, functiona l 
derivative, active fraction or salt thereof, wherein said composition is a solution that 
comprises a buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an 
anti-oxidant; 

c) recombinant ijitcrfcron-beta (IFN-beta) or_a_ o^' ™ isoform, -:tmrt ein , fuse d pr eteift; 
ftmetle nal derivative, active - fraction or salt thereof, wherein said composition is a 
solution that comprises a buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity 
agent and an anti-oxidant; 

d) an interferon (IFN) or_a or an isoform, mutein, fused protci r n, functional der ivative^ 
activ e fraction or salt thereof, wherein said composition is a solution that comprises 
2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent, an anti-oxidant and a buffer 
that is present in an amount sufficient to maintain the pH of said composition within 
plus or minus 0.5 units of a specified pH, wherein the specified pH is about 3 to 
about 6; 

e) an mterferon (IFN) ora .or an isoform, mutein, fused protein, funct io nal derivativ e 
active fraction or salt thereof, wherein said composition is a solution that comprises 
2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent, an anti-oxidant and a buffer 
that is present in an amount sufficient to maintain the pH of said composition within 
plus or minus 0.5 units of a specified pH, wherein said pH is 3.8; 

f) an interferon (IFN) ora .or an iooform, mut e in, fused protein, functional d o rivativo, 
active jfraction or sah thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said buffer is present at a concentration of about 5 mM to 500 mM; 

g) an interferon (IFN) ora .or an iaoform, mut e in, fused protein, functional d o rivativo, 
active fraction or sah thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said buffer is present at a concentration of about 50 mM; 

h) an interferon (IFN) ora_ er an iaoform, mutein, fus e d protein, fu a ctional deri\'ativ c^ 
active fraction or salt thereof, wherein said composition is a solution that comprises 
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an acetate buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an 
anti-oxidant; 

i) an interferon (IFN) ora .or an isoform, mutein, fused prot e in, fimotionol derivativo, 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said isotonicity agent is mannitol; 

j) an interferon (IFN) ora. or an iooform, mutoin, fuood prot o in, functional dorivativo, 
activ e fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said isotonicity agent is present at a concentration of about 0.5 mg/ml to 
about 500 mg/ml; 

active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said isotonicity agent is present at a concentration of about 50 mg/ml; 

1) an interferon (IFN) ora _or an isoform, mut -emy- fused protein, functional derivati\ 'o, 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said the antioxidant is methionine; 

m) an interferon (IFN) ora _or an isoform, mutein, fused prot e in, functional derivative, 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said the antioxidant is present at a concentration of about 0.01 to about 5 
mg/ml; 

n) an interferon (IFN) ora. or an iooform, mutoin, fused protein, functional derivative, 
a cti ve fr actio n o r salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said the antioxidant is present at a concentration of about-abeut 0. 1 mg/ml; 

o) an interferon (IFN) oraLOf-a n isoform, mutein, fused protein, functional derivative, 
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tf-salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said interferon is present at a concentration of about 10 |ug/ml to about 800 
|Lig/ml; 

p) an interferon (IFN) or^eiHin-isofe«»rffi«teiB^edi^^ 

a6ti¥e#aetieft^salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said cyclodextrin is present at a molar ratio vs. interferon of from 500-fold 
molar excess up to 700-fold molar excess; 

q) an interferon (IFN) oriLei^-an4s oform, miite i%4^ts€4i^eteiarfeH€4k» nai deri\^a tiv o, 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said interferon is present at a concentration of about 44, 88 or 276 jig/ml; 

r) an interferon (IFN) ora. or on ipoform, mutoin, funod protein, functional deri\-ativo, 
aetj-ve- rractione t^salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein said composition is an aqueous solution; 

s) an interferon (IFN) OTa. or an isoform, mutoin, fuaod protein, functional derivative, 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent, an anti-oxidant and a 
bacteriostatic agent; 

t) an interferon (IFN) c)ra_ef-an 4aoform, mut oi n, fuscd jm^te in, funct io nal dorivativo, 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent, an anti-oxidant and a 
bacteriostatic agent, wherein said bacteriostatic agent is benzyl alcohol; 

u) an interferon (IFN) orj,ei-aHHBefeHnHH«tei% 

a6ti¥e#actio n or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent, an anti-oxidant and a 
bacteriostatic agent, wherein said bacteriostatic agent is present at a concentration of 
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about 0.1% to about 2%; 
v) an interferon (IFN) OLa or an iooform, mutoin, fused protoin, functional d e rivativo, 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent, an anti-oxidant and a 
bacteriostatic agent, wherein said bacteriostatic agent is present at a concentration of 
about 0.2 or 0.3%; 

w) an interferon (IFN) ora tor an iooform, mutoin, fuaod protein, functional dorivativ o , 
active fraction or salt thereof, wherein said composition is a solution that comprises a 
buffer, 2-hydroxypropyl-beta-cyclodextrin, an isotonicity agent and an anti-oxidant, 
wherein the isotonicity agent is mannitol, the anti-oxidant is methionine and the 
interferon is interferon beta; or 

x) a composition comprising an interferon (IFN) ora tor an iooform, mutoin, fused 

composition is a solution that comprises a buffer, 2-hydroxypropyl-beta-cyclodextrin, 
an isotonicity agent and an anti-oxidant, wherein the composition comprises the 
fo llowing components in an acetate buffer is the followin;^ ligniH formnlnU n n - 



Interferon beta- la 


44 


Hg/mL 


HPBCD 


1.9 


mg/mL 


Methionine 


0.1 


mg/mL 


Mannitol 


50 


mg/mL 


acetate buffer up to 


4- 





wherein said container is hermetically sealed in conditions that are sterile and appropriate for 
storage prior to use. 



33 (currently amended). The article of manufacture according to claim 32, wherein said 
container is for mono-dose or mult i dose administration. 
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34 (previously presented). The article of manufacture according to claim 33, wherein said 
container is a pre-filled syringe for mono-dose administration. 

35 (previously presented). The article of manufacture according to claim 33, wherein said 
container is a vial. 

3 6 (previously presented). The article of manufacture according to claim 33, wherein said 
container is a cartridge for an auto-injector. 

37 (previously presented). The article of manufacture according to claim 32, wherein said 
article of manufacture is a kit for multi-dose administration of a pharmaceutical composition, said kit 
comprising a first container, said first container comprising a container containing said stabilized 
liquid pharmaceutical composition and a second container filled with a solution of a bacteriostatic 
agent. 

38 (new). The article of manufacture according to claim 32, wherein said container is for 
multidose administration. 

3 9 (new). The composition according to claim 1 , wherein said interferon is present at a 
concentration of about 88 |^g/ml. 

40 (new). The composition according to claim 1 , wherein said interferon is present at a 
concentration of about 276 ^ig/ml. 

41 (new). An article of manufacture comprising the composition of claim 1 in a 

container. 

42 (new). The composition comprising the following components in an acetate buffer: 
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Interferon beta- la 


44 


|ig/mL 


HPBCD 


1.9 


mg/mL 


Methionine 


0.1 


mg/mL 


Mannitol 


50 


mg/mL. 



43 (new). The composition according to claim 4 1 , wherein the composition consists of 
the following components in an acetate buffer: 



Interferon beta- la 


44 


^g/mL 


HPBCD 


1.9 


mg/mL 


Methionine 


0.1 


mg/mL 


Mannitol 


50 


mg/mL. 



44 (new). An article of manufacture comprising the composition of claim 43 in a 
container. 
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